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Dear Sir/Madam:

Boehringer Ingelheim Pharmaceuticals, Inc. has reviewed the FDA draft
guidance on “Skin Irritation and Sensitization Testing of Generic Transdermal
Drug Products”, and is taking this opportunity to provide comments on the
guidance.

We applaud the Agency’s efforts in developing a guidance to assist sponsors of
transderrnal drug abbreviated new drug applications. The draft guidance clearly
lays out the current regulatory thinking for evaluating the skin irritation and
sensitization potential of generic transdermal systems. While we believe that
the document has been carefully developed and that most of the
recommendations are appropriate, we as an ethical pharmaceutical company that
has developed and marketed a transdermal product for the past 15 years, offer
the following comments for your consideration.

The guidance should give some recommendations for the choice of the subjects.
Experience in marketing a once-a-week system for the past 13 years has been
that women of Northern European lineage are more susceptible to skin irritation
and sensitization than other female ethnic groups and males. In the Cumulative
Skin Irritation Study we recommend that a substantial number of the study
participants (one third or greater) be women of Northern European lineage to
obtain statistical power in the study.

Secondly, we recommend that either the lowest dose possible of the active drug
substance be used in the two study designs if normal volunteers are recruited or
that the dose be titrated to the proper therapeutic level if patients are recruited.
While it is important that potential skin irritation and sensitization be studied
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with both drug and excipients together in these study designs, care should be
taken to ensure the safety of the subjects.

We commend the Agency for its efforts to develop this guidance and would
welcome the opportunity to further discuss the Agency issues pertaining to skin
irritation and sensitization following transdermal drug delivery in general or to
our comments in general.

Sincerely,

Sr. Associate Director,
Drug Regulatory Affairs

mA Boehringer
I I Ingelheim



-———-—.——. —

kE?C. US..Airtill $; 803 Z37?WW!
From

Date ~~

~$”~“””’QQ~ ) ?9+Q=
~ompdny~CIEHR I N(3ER I PWEI.HE I M PJ-lAf?M j,

‘\

Addre,,5W) R I DGE13URY. R13
DeprfFfoor/Suite/Room

city RI IH3EFIELD stateCT 71p ch5f3”77

❑ Yo.rlnternalBilling Reference information

.

Address ~~~
mm chew applles
for F,dE” E,WSS SW/w)

(To ‘HOLD’ at FedEx Iocalion, prml FedEx address hem) Dept/Floor/SuiielTloom

c@~ SW- ZIP~
ForHOLDat FedExLocationcheckhere , ForSaturdayDeliverycheckhere

Hold Satwd [Nat ava<IabIe w *II IocatimsI❑ &’/#%&!?,, •:~:y;~j:;~~~,verngh!
?%died,x,o,yonly)

[Extra Charge No! ,va!labla to ,11I,cet>o”s)
[Avatlabla for FedEx ?rmr,tv Ownwht

—.—— —

w. 0200 Recipie%#;kopy
ExpressPackage Service Packages under 1501is.

0elr:,y,::~~l;: rymrl:

FedEx Prio<w Overnight
(Nextbumms momnd •1 %e%sws!:w%mi’ht

❑ ~$::!!:%:!::!:n,del.er,toselec!loc8to"s},Hlghorratscapply}

❑ %%!%,,,, u Ww’s%s’”er
L--- Fed& Lex,r R,t, ,,1 ,V,,,,b,e M,”,m”. ,h,,QK 0,, pound ,,1, --J

~ ExpressFreightService Packages over 15U/bs
oelr:ly,;:~cym:[

❑ E%?E!YFrei’ht ❑ lw%%%w’ ❑ R%RIKSvY’rFrei’ht

(Call for de fivew schedule See back fordetailed d&criptions of frw!ht sewices )

h ‘ackagingg7gE&nJ~ •1?$&❑ % ❑!!;
‘Dneb”xy;%’:ck’d’~

Ooes this shipmsrd contain dangerous goods?= ~ElyesN~::n, ❑yes%:%,

Total ~ackagea Total Weighf Total Declared Value’ Total Chargi?s

-+—$— .00 $
.Wlmn eclor,ng a value h,ghw than $!DO per sh,pmenl you w an addmmel charge See SERVICE Credt card *ti,

CONDITIONS DECLAREDVAUE, AMD LIMIT OFLIABILi’TY sectton for lwthe( ,nformat,m . . . .

d IIIIIIIIIIIIIIIIII .--:;;;;,;?& “P;..-.%( Cb ,,::--------w ,(
M $f~iwu;3tfh es Federal Express to dekwr
tintw,thwto)!gln a wnature and agrees m indem3,
and hold hwmless Federal Express from any resulting claims

8D3i2372q=l=l? 5 1/
.—— —— —— —— —.— —— —.— —..= ——. — — —_- —— —— —— —— ——— —— —


